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(g) Compositions for use in the treatment of aphtous ulcers and other mucocutaneous disorders. 



@ A method of treating aphthous ulcers and other mucocutaneous disorders Is disclosed. The method 
comprises contacting the mucocutaneous disorder with a composition in the fbnm of a paste, solution, 
get, quick-disintegrating table, mouthwash, ointment, cream, powder, adhesive patch, aerosolized 
spray, lozenge, troche, dentifrice, or dental floss that contains an effective amount of one or more 
compounds having the following btochemlcal/biological properties : mediator release inhibitors. 
5-lipQxygenase inhibitors, leukotriene antgonists. and platelet-activating factor antagonists. 
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BACKGROUND OF THE INVENTION 

1, Field of the Invention 

5 The present invention relates to a nnethod fortreating aphthous ulcers and other mucocutaneous disorders. 

2. Background of the Invention 

Aphthous ulcers, often referred to as canker sores » are characterized by painful eruptions in the nnucous 
10 membrane of the mouth. Of unknown etiology, they are covered by a grey exudate, and surrounded by a red- 
dened area. They range in size from several millimeters to two centimeters in diameter. The ulcers are limited 
to oral mucous membranes not bound to periosteum, e.g. the inner portk)n of the lip or cheek. Aphthous ulcers 
may occur as solitary or multiple lesions, and heal spontaneously in one or two weeks. (Steadman's Medical 
Dictionary, 25th Ed., Williams & Wllkins) 
15 Other mucocutaneous disorders can also result In the formation of oral ulcers that can be extremely painful. 

Therapy for mouth ulcers generally involves use of topical anesthetics such as benzocaine in preparations 
made with a carrier designed to protect the ulcer from saliva and hold the anesthetic at the site. Zilactin is a 
topical medication composed of hydroxypropylceilulose, salicylic, lauric and tannic acids which has mucousal 
adherence properties. The nrmde of action of the product appears to be its effective film-forming capability that 
20 insulates the ulcerfirom the mouth environment Because this characteristic requires effective formation of such 
a film, the product is difficult to apply in a manner sufficient to optimize its effect. 

Still lacking is a method of treating apthous ulcers and other mucocutaneous disorders which is easier to 
apply and which actually speeds the healing of the ulcers. These objectives are achieved by the present in- 
vention, which involves the useof 5-lipoxygenase inhibitors, leukotriene antagonists and platelet-activating fac- 
25 tor ("PAF") antagonists. 

Compounds with one or more of the biochemical/biological activities identified above are to known to have 
antiallergic and antiinflammatory activities. (Musseretal.. Ann. Reports in Medicinal Chemistry . 93-105 (1984): 
Saunders & Handley, Ann. Rev. Pharmacol. Toxicol. . 27. 237-55 (1987). These compounds are of value as pro- 
phylactic and curative drugs for the treatment of allergic asthma, allergic dermatitis, hay fever and other allerg '\c 
30 diseases in mammals, including humans. However, none of these substances have been reported as possess- 
ing anti-ulcer activity. In Chemical Marketing Reporter. August 14. 1989 is was reported that tests were under- 
way to test use of amiexanox, which may have one or more of the aforementioned bk>chemical/biological prop- 
erties, for treatment of mouth ulcers. No results were provided. 

35 SUMMARY OF THE INVENTION 

It is the principal object of the present invention to provide a novel and effective method of treating aphthous 
ulcers and other mucocutaneous disorders. 

Another object of the present Invention Is to provide a method of treating aphthous ulcers and other mu- 
40 cocutaneous disorders In various dosage forms that are convenient to use. 

Another object of the Invention is to provide a method of treating aphthous ulcers and other mucocutaneous 
disorders in dosage forms that can be applied at a specif to site in the oral cavity with a finger tip or which can 
be easOy masticated for contact with the oral mucosa. 

An additional objective of the invention is to provide a method of treating aphthous ulcers and other mu- 
45 cocutaneous disorders in formulations with various release rates for greater efficacy. 

To achieve the foregoing objectives and in accordance with the purposes of the invention as embodied and 
broadly described herein, there is provided a method of treating aphthous ulcers and other mucocutaneous 
disorders comprising contacting the aphthous ulcer or other mucocutaneous disorder with a composition con- 
taining an effective anrK>unt of a compound having one or more or the following biochemical/biological proper- 
50 ties: mediator release inhibitors, 5-lipoxygenase inhibitors, leukotriene antagonists and PAF antagonists. 

DETAILED DESCRIPTION OF THE IIWENTION 

In this application "treating agent" is one or more compounds that can be used forthe treatment of aphthous 
55 ulcers or other mucocutaneous disorders having one or more of the following biochemical/biological properties: 
mediator release inhibitors, 5-lipoxygenase inhibitors, leukotriene antagonists, and PAF antagonists. 
Mediator release inhibitors include but are not limited to the following compounds: 
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Leukotriene antagonists include but are not limited to the following compounds: 
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PAF antagonists include but are not limited to the following compounds: 
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Chemical nomenclature relating to SRI 63-119. SRI 63-441, SRI 63-072 ONO 6240 and CV 3988 will be 
45 found at page 6a. 

Improved drawings relating to Brotizolam, Kadsurenone and BN-52021 will be found at page 6b. 
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C3 0-HS7 -N2 -04 -s , Br 
Synonyms ; 



SRI 63-119 



[CAS] 
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w CHEMLINE 
Registry Number: 104786-62-1 
C36-H59-N2-07-P 



Synonyms: 
SRI 63441 [CAST 



Kegistry N'uniber: 1026 4 l->4S-6 
C30-H55-N2-Oe-P-S 



, hydroxide!' ' Inl^^li , r^"^^?"' "S"°''>'' Pnosphinyi) oxy) ethyl , 



/ hydroxide, inner salt, (-^-)- {9ci) 
Synonyrts : 
SRI 63-072 (CAS} 



J- CHEMLINE 
Registry Number: 39659-62-8 
C31-H60-N-O3-S .C-H3-03-S 

Thiazoliun, 3- ( 7- ( 2 -ethoxy-3- (hexadecyloxy ) propoxy ) h^otyl ) - 
/ {-^-y-r i^ethanesuif onate (9CI) [MFl] 

Syncnyins: 

ONO 6240 [CAS] 



^•^ CHEMLINE 
Registry Nuiaber: 35703-73-7 
C2B-H53-N2-07-P-S 

ThiazoliuTn, 3- (4-hydroxy-7-nethox-y-lO-o>:o-3 , 5 , 9-trioxa-ll- 
aza-4-phosphanonaco-s-l-yl) hydroxide, inner salt, P-oxide, (— 

Synonyms; 



CV 3938 [CAS] 
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50 Another group of compounds that can be used as a "treating agent" is amiexanox and its homologues and 
analogues. As disclosed in U.S. PaL No, 4,143,042, amiexanox is a compound of the formula 2-amino-7-(1- 
methylethyl)-5-oxo-5H-[1]benzopyrano (2.3-b)pyridine-3-carboxylic acid. Amiexanox and its homologues and 
analogues are known to have anti-allergic activity, and are of value as prophylactic and curative drugs for the 
treatment of allergic asthma, allergic dermatitis, hay fever and other allergic diseases in mammals, including 

55 humans. However, they have never been reported to possess anti-ulcer activity. 

Amiexanox and its honrK>logues and analogues are compounds of the formula: 
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wherein is hydrogen, alkyL phenyl, carboxyl, hydroxyl, alkoxyl, carboxyalkyi (i.e. esters), cyano. acyfamino, 

10 or amino group which may be unsubstituted or substitued by up to two alkyi groups; m is 0, 1 or 2 and R2 is 
alkyi, alkenyl. alkoxy, halogen, nitro, hydroxy, carboxyl. butadienylene (-CH=CH-CH=CH-) which forms a ben- 
zene ring with any adjacent carbon atoms, cyano, carboxyalkyi, trifluoromethyl, or amino group which may be 
unsubstituted or substitued by at least one alkyI; and R3 is carboxyl, cyano, arylalkoxycarbonyl, alkoxycarbonyl, 
or carboxamide which may be unsubstituted or substitued by at least one alkyt, and the salts thereof. 

15 Dosage forms suitable for delivering one or mode drugs to the oral mucosal membrane may include paste, 
solution, gel, quick-disintegrating tablet, mouthwash, ointment, cream, powder, adhesive patch, aerosolized 
spray, lozenge, troche, dentifrice and dental floss. Although all of these dosage forms are convenient to use. 
some of them, such as paste, lozenge, troche, solution and gel. may be considered even more advantageous 
due to the relative ease with which they can be applied at a specific site in the oral cavity with a finger tip, or 

20 the ease with which they can be easily masticated for contact with the oral mucosa. 

An important physical characteristic for all dosage forms is the rate of release of the treating agent(s); from 
the dosage form. It is known, for example, that tablets containing nitroglycerin are formulated to disintegrate 
quickly under the tongue for immediacy in drug availability to ameliorate anginal pain. This characteristic may 
not. however, be desirable for all drugs. In drugs which are intended for a topical mode of actron, or of a drug 

25 which may possess a relatively low rate of absorption through the oral mucosa, it would be desirable to release 
the drug slowly from the dosage form. Such a slow release rate would minimize swallowing of the drug and 
would also lower or eliminate the occurence of pharmacological or toxicological side effects. It is also known 
thatgenerally a solubilized version of the drug is absorbed faster through the skin and mucous membrane than 
the solid versran. In the case of the treating agents that are the subject of this application, it was decided to 

30 formulate both versions to provide both types of release rates. 

Oral paste formulas and troches contain solid crystalline treating agents. Mouthwash fonnulas contain the 
solubilized versk)n of treating agents. 

Orai Paste 

35 

The major criteria of a paste for use in the oral cavity are as follows: (1) the paste should adhere to the 
mucous membrane until the desired amount of treating agent(s) has been released; (2) the paste should not 
move from its site of application; (3) the paste should be composed of safe, edible excipient; (4) it should not 
alter the taste or should not leave an aftertaste in the mouth; (5) it should be viscous enough to fecilitate the 
40 application via fingertip, and; (6) It should be homogeneous and non-gritty. 

Paste formulas may contain the following categories of ingredients: (1) diluents (also known as fillers) such 
as dicalcium phosphate, lactose and starch; (2) adhesives that provide adhesion in the presence of saliva and 
moisture such as gelatin, pectin, acacia gum. xanthan gum and starch derivatives; (3) viscosity builders such 
as microcrystalline wax, carboxymethylcellulose sodium (abbreviated as CMC-Na or CMC Sod. or CMC. cross- 
es linked carboxymethylcellulose sodium, petrolatum and polyethylene polymer; (4) plasticizers such as mineral 
oil and vegetable oils such as olive, safflower, peanut, sesame and sweet almond oil; (5) anionic or nonionic 
emulsif iers or wetting agents such as glyceryl monostearate. sodium stearate. polysorbate 60, polysorbate 80. 
Ceteth-20. Steareth-20 and Laureth-23; (6) flavoring agents such as fruit or vegetable flavors, vanilla and choc- 
olate; (7) sweetening agents such as sucrose, saccharin sodium, cyclamate and aspartame; (8) antibacterial 
50 preservatives such as benzyl alcohol and sodium benzoate; (9) taste modifiers such as sodium ascorbate, citric 
acid and sodium tartrate, and; (1 0) coloring or opaquing agents such as edible colors, dyes and titanium dioxide. 

Mouthwash 

55 One or more treating agents may be solubilized and formulated into a mouthwash to provide a limited 

anrount of treating agent in a pleasant-tasting, flavored vehicle which may be used more than once during the 
day. A distinct advantage of a mouthwash resides in its ability to reach deeper crevices between teeth and the 
distant areas of the mouth which are inaccessible to the fingertips for a comfortable or convenient mode of 
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application. It is not difficult for a patient to gargle with the medicated mouthwash to provide a treating agent 
or combination of treating agents to the deeper areas of the throat. 

The following ingredients may be included in a nnouthwash formula: (1) diluents such as plain water or flav- 
ored water; (2) solvents such as glycerin, ethanol, propylene glycol and other polyols; (3) buffering agents such 
a sodium citrate and sodium phosphate; (4) organic acids such as citric, phosphoric or tartaric acid; (5) sweet- 
eners such as sucrose, saccharine sodium, cyclamate or aspartame; (6) flavoring agents; (7) coloring agents; 
(8) preservatives such as sodium benzoate and benzyl alcohol; (9) Inorganic acids such as hydrochloric or 
phosphoric to adjust the pH; (1 0) water soluble salts such as sodium chloride as taste modifier, and zinc chlor- 
ide/citrate as astringent, and; (11) antibacterial agents such as cetylpyridtnium chloride or benzalkonium chlor- 
ide at appropriate concentration as allowed by the regulatory authorities. 

Troches 

Also known as lozenges or pastilles, troches are round disc-shaped solids containing the treating agent(s) 
in a suitable flavored base. The base may be preferably glycerinated gelatin or a mixture of sugar and a mu- 
cilagenous gum such as acacia or tragacanth. The treating agent(s) may be dispersed at a concentration be- 
tween 0.1% to 10.0% by weight in a mixture of powdered sugar and powdered acacia or tragacanth. The mu- 
cilagenous gum (acacia or tragacanth) may be incorporated in the formula at a concentration of 2% to 10% by 
weight The preferred concentration of acacia or tragacanth is between 5% and 8% by weight. This concen- 
tration of gum gives sufficient adhesiveness to the mass. The mass is formed by slowly adding water to the 
mixture of powdered sugar, amiexanox and powdered gum. The water is added until a pliable mass is formed. 
The mass is rolled out on a clean glass plate and the troche pieces are cut out using a cutter. The mass may 
be otherwise rolled Into a cylinder and divided into pieces of desirable weight. Each piece is then shaped and 
allowed to dry before packing. Alternate suitable mechanical means may be employed to produce such troches 
containing one or nrrore treating agents. 

The following examples serve to illustrate the method of the Invention without restricting said process. 

EXAMPLE 1 

Table 1 sets forth several paste formulations that were found useful In practicing the method described 
herein. 
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EXAMPLE 2 

The following ranges of excipients (percent weight/weight) were found useful in vehicle pastes. 



5 





Excit5i6nt 


Percent w/v 


RanQA 




Mineral Oil 


27.0 - 


47.5 


10 


Gelatin 


12.0 - 


20.0 




Pectin 


12.0 - 


20.0 




Petrolaturn 


3.0 - 


11.5 


IS 


Cross- 1 inked CMC Sodium 


10.0 - 


20.0 




CMC Sodium (7HF) 


8.0 - 


10.0 




CMC Sodium (7MF) 


8.0 - 


10.0 


20 


Microcrystalline wax 


3.0 - 


7.0 




Glyceryl rrtonostearate 


3.0 - 


10.0 




Polyethylene 


2.0 - 


«; .5 


25 


Xanthan gun 


1.0 - 


15.0 




Titanium dioxide 


0.1 - 


3 . 0 




Benzyl alcohol 


0.5 - 


3.0 



30 



Final CoDPOsition of Pasta 

35 ... 



40 



j Ingredient 


PERCENT WEIGHT/WEIGHT 


TREATIMO 


10.0 


7.5 


5,0 


2,5 


0.1 




90.0 


92.5 


95.0 


97.5 


99,9 



45 Method of Preparation of Oral Paste 

Screen ail the solids through a suitable sieve such as 60 or 70 mesh sieve and then mix the preweighed 
amounts in a suitable blender such as a V-Blender until adequately mixed. In a separate suitable vessel add 
weighed formula amounts of mineral oil, petrolatum, surfactant such as glyceryl monostearate, polysorbates 
50 and polyethylene. Heat this vessel with constant stirring until a homogeneous fluid Is obtained. While slowly 
cooling with continuous stirring add the blended solids and keep stirring to obtain a homogeneous dispersion 
of solids in the ofl phase. At 45*-50** C add the preservatives.and cool down to room temperature with contin- 
uous stirring. Pass the final semisolid product through an ointment roller mSI to honr>ogeniz6 the product 

55 EXAMPLES 

The formulas described below represent particularly preferred mouthwash formulations: 
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Ingredient Percent veight/weight 



15 



20 



Water 


81 


.7 


82 . 3 


83.2 


Ethanol 


12 


.8 


12.8 


12.8 


Glycerin 


3 


.0 


3.0 


3.0 


Sodiun citrate 




0,2 


- 


- 


Citric acid 




0.2 






Tr ietha no 1 amine 




1.0 


0.7 


0.7 


Treating Agent(s) 


1.0 


1.0 


1 . 0 


Flavoring agent 




0.1 


0.1 


0.1 


Coloring agent 




q.s. 


q.s. 


q.s. 


Hydrochloric 
acid 






q . s • 
to pH 
7.5 


q.s. 
to pH 
7.5 



25 

The above mentioned ingredients may be used In the percent (w/w) range described below to obtain a more 
suitable version: 

30 Xnqgedjen^ PTcqnt vlv ranQ« 



35 



40 



Water 


60.0 




95.0 


Ethanol 


8.0 




15.0 


Glycerin 


1.5 




6.5 


Sodium citrate 


0.1 




0.9 


Citric acid 


0.1 




1.0 


Tricthanolamine 


0.1 




1.5 


Treating Agent{s) 


0.1 




1,5 


Flavoring agent 


0.1 




1.0 


Coloring agent 


0.1 




1,0 


Astringent Salt 


0.1 




1.5 



50 Method of Preparation Of Mouthwashes 

To a suitable vessel add the formula amount of treating agent(s) and add designated amount of triethano- 
lamine. Stir to mbc well. To this mixture, add while stirring, ethanol, glycerin, water, buffering agents, flavors 
and colors. Stir well to mix. 

55 

EXAMPLE 4 

The following paste formulations were tested and found useful in the treatment of aphthous ulcers: 
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Formula No. 04-27a(A) 

.-.C-9 Hor.opolyir.er (polyethylene; Allied) 
5 Kaydol Mineral Oil (viscosity 340-355) 

Pectin, USP 

Gelatin, UF 
10 CMC 7MF(Na; Hercules; Aqualon) 

CMC 7HF(Na; Hercules; Aqualon) 

IS 

Fornula No.: 04-27a(C) 



AC-S Homopolymer (polyethylene ; Allied) 4,2* 

20 Kaydol Mineral oil (viscosity 340-355) 38.3% 

Pectin, USP 17.4% 

Gelatin, NF 17,4% 

25 CMC Na 7MF(Hercules) 8.7% 

CMC 7HF(Hercules) 8.7% 

Treating Agent(s) 5.0% 

30 

Paste Manufacturing Procedure 



1) Screen gelatin to a fine mesh (preferably 100 mesh sieve). 

2) Mechanically grind pectin to a fine powder. 

35 3) To a blender add pectin, gelatin, CMC 7HF and CMC 7MF 

4) To a separate container add AC-9 homopolymer and mineral oil and heat to 90 C or until mixture is clear 
and homogeneous. 

5) While hot, add step 3 to step 4 with stirring and cool to room temperature with constant stirring. 

6) Mill the mixture from step 5 on a 3-roll mill until homogeneous 

40 This formulation appears to be physically stable after aging 2 weeks at 40 C. 

EXAMPLE 5 
STUDY SUMMARY 

45 

OBJECTIVE 

The objective of this clinical study was to evaluate the tolerance and efficacy of 5% of a treating agent 
according to the invention adhesive paste when applied to patients with aphthous ulcers. 

50 

STUDY PLAN 

This 4-day clinical study utilized a double-blind, randomized, uneven parallel-group, multi-center design. 
Thirty-five patients with aphthous ulcers who met all of the inclusion and none of the exclusion criteria were 
55 enrolled into this study. Patients were treated on the buccal mucosa, oral labial mucosa, floor of mouth or the 
distal half of the tongue. 

Patients enrolled into the study were treated with either the 5% of a treating agent according to the invention 
adhesive paste or the vehicle adhesive paste. The study drug was applied to a maximum of 3 ulcers identified 



3.3% 
38.9% 
17.4% 
18 . 1% 
8.7% 
3.7% 
5.0% 
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for treatment twice daily for 3 days. Tolerance and efficacy evaluations were made twice daily and again in the 
morning of the fourth day. 

RESULTS 

5 

Demographic and Background Data 

Data consisted of information from 35 patients who were treated with either 5% of a treating agent (t.a.) 
adhesive paste or the vehide, 

10 



1 Demographics 


} Study Drug 


Total Patients 
Enrolled 


No. Safety 
Analysis 


No. Efficacy 
Analysis 


1 3* t.a. 

j 




21 


18 


t 
I 

i Vehicle 


! 14 


14 


14 


\ Total 


1 35 


1 





25 Efficacy 

The efficacy data was generated from an evaluation of the signs and symptoms of the patients with the 
aphthous ulcers. The evaluations included a measurement of ulcer size, the severity of erythma and pain, and 
an evaluation of overall improvement. The evaluations were made twice daily for three days and again on the 
30 morning of the fourth day. The following table summarizes the results from all study sites. 



Sunaary of Efficacy CvftluAtioas 



35 



.Median 


Mean 


I 


Evaiuarlon 


S\ t.a. 


Vehicle 


5\ t.a. 


Vehicle 


p. value j 


% Reduction in Pain 




51% 


73\ 


61% 




\ Reduction in Size 


SB\ 


37. 5\ 


69\ 


41% 




Erythema* 


-4 


l-.S 


-2.9 


-1.4 




I — ■ 

1 Inproveroontt 


3 


0.5 


2.4 


0.9 


<0.0001 



•ERYTHEMA ADJDSTKENT SCALE 
-4 = No Erythema 0 = No Change from Day 1 AM 

-3 = Marked Decrease i = Slight Increase 

-2 = Moderate Decrease 2 » Moderate Increase 

-1 = Slight Decrease 3 » Marked Increase 



55 
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PHYSICIANS IKPROVEMENT SCALE 

Gnade Description tTjcer 



Aphthous ulcer cleared 

Marked iziprovement (the ulcer is barelv 
perceptible with minimal or no pain and inarked 
decrease in size) 

Moderate improvement (the ulcer is visible 
with raoderate decrease in erythema and a 
noderate decrease in pain and moderate 
decrease in size) 

Slight i".proveaent (the ulcer is visible vith 

a slight decrease in size, minimal decrease in 

erythema and a slight decrease in oain) 

Ko change from the A.M. Day i 

Aphthous ulcer worsened (greater erythema 

and/or pain or size) 



20 Safety 

The safety of the 5% treating agent oral paste was assessed on the basis of the incidence, nature and sev- 
erity of the adverse experiences reported during the study. During the conduct of this study no adverse exper- 
iences were reported. 

25 

Discontinuations 

A total of 3 patients discontinued therapy with the 5% treating agent oral paste. All three patients discon- 
tinued due to conflicts in scheduling. 

30 

Conclusion 

Patients with aphthous ulcers who had been treated twice-a-day for three days with 5% treating agent 
showed clinically significant improvement in all parameters measured over the vehicle paste. Statistical sig- 
35 nif icance was seen in the measurements of ulcer size, reduction in erythema and overall improvement 

No adverse reactions of any type were reported by either the patient or the investigator during the study 



Claims 

40 

1. A method of treating aphthous ulcers and other mucocutaneous disorders comprising contacting said aph- 
thous ulcer or other mucocutaneous disorder with an amount of a composition containing an effective 
amount of a treating agent comprising one or more compounds having one or more of the following bio- 
chemical/biological properties: mediator release inhibitors; 5-lipoxygenase inhibitors; leukotriene antag- 

45 onists; and, platelet-activating factor antagonists. 

2. The method according to claim 1 wherein the concentration of the treating agent is from about 0.1% to 
about 10% of the composition. 

5Q 3. The method according to daim 1 wherein the treating agent comprises one or more compounds having 
the biochemical/biological property of a mediator release inhibitor. 

4. The method according to claim 3 wherein the compounds having the biochemical/biological property of a 
mediator release inhibitor are selected from the group consisting of the following: 

55 
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5 



10 



IS 



20 



25 



30 




5. The method according to daim 1 wherein the treating agent comprises one or more compounds having 
35 the biochemical/biological property of a 5-lipoxygenase inhibitor. 

6. The method according to claim 5 wherein the compounds having the biochemical/biological property of a 
5-lipoxygenase inhibitor are selected from the group consisting of the following: 

40 



45 



50 
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CO^R 







0 ' '4 '^3 OH 

13 




14 



CI 



H-N 




15 



7. The method acxx)rding to daim 1 wherein the treating agent comprises one or more compounds having 
the biochemical/biological property of a leukotriene antagonist. 

8. The method according to daim 7 wherein the compounds having the biochemicai/biologlcal property of a 
leukotriene antagonist are selected from the group consisting of the following: 




16 „ ^ 
R'OH 

±L R'H 



n»0 
n-2 



(CH2)nC02M 



M'Na 

M'lLysinelH 




18 




N'CHJ / \. ^ 
I 2 -N N-0 

H 2 \ / 



^12"25v ^ ^ ^COjH 
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9, The method according to daim 1 wherein the treating agent comprises one or more compounds having 
the biochemical/biological property of a platelet-activating factor antagonist. 

10. The method according to claim 9 wherein the compounds having the biochemical/biological property of a 
platelet-activating factor antagonist are selected from the group consisting of the following: 




oXte OMe cH,-0^-P-^(CHa)2-M; 




19 



EP 0 518 798 A2 



9 I? 




0 H 
tt II 
O-C-N-C18H37 



oc 



0-C-N-C19H37 





eo'^^O-CHj-i 



0-P-0-CH2-CH2' 



ie 



11. 



The method according to claim 1 wherein the treating agent is of the formula: 




0 



wherein Ri is hydrogen, alkyl. phenyl, carboxyl, hydroxyl, alkoxy, cart)oxyalkyl (i.e. esters), cyano, acyla- 
mino, or amino group which may be unsubstltuted or substituted by up to two alkyl groups; m Is 0. 1 or 2 
and R2 is alkyl, alkenyl, alkoxy, halogen, nitro. hydroxy, carboxyl, butadienylene (-CH=CH-CH=CH-) which 
fornrw a benzene ring with any adjacent carbon atoms, cyano. carboxyalkyi, trif luoromethyl. or amino group 
which may be unsubstituted or substituted by at least one alkyl; and R3 is carboxyl, cyano, arylalkoxycar- 
bonyt, alkoxycarbonyl, or carboxamide which may be unsubstituted or substituted by at least one alkyl. 
and the salts thereof. 

12. The nnethod according to daim 11 wherein Ri is an amino group optionally substituted with alkyl or acyl 
groups, m is 1, R2. Is lower alkyl. and R3 is carboxyl, and the salts thereof. 

13. The method according to daim 12 wherein Ri is amino, m is 1, R2 is 7-isopropyl. R3 is carboxyl, and the 
salts thereof. 

14. The method according to daim 1 wherein said contacting is by means of topical application. 

15. The method according to daim 1 wherein the composition comprises the treating agent and a vehide se- 
lected from the group consisting of a paste, solution, gel, quick-disintegrating tablet, mouthwash, ointment, 
cream, powder, adhesive patch, aerosolized spray, lozenge, troche, dentifrice, and dental floss. 

1 6. The method according to daim 1 5 wherein the composition comprises about 90 to about 99.9% of a paste 
vehide and about 0.1% to about 10% of the treating agent 

17. The met^ according to daim 1 6 wherein the paste vehide ccwnprises about 27% to about 48% mineral 
oB. abmjt 12% to about 20% gelatin, about 12% to about 20% pectin, about 3% to about 1 2% petrolatum, 
about 10% to about 20% cross-linked sodium carboxymethylcellulose, about 8% to about 10% 7HF, about 
8% to about 10% 7MF. about 3% to about 7% microcrystalline wax. about 3% to about 1 0% glyceryl mono- 
staarate. about 2% to about 5% polyethylene, about 1% to about 15% xanthan gum, about 0.1% to about 
3% titanium dk>xide and about 0.5% to about 3% benzyl alcohol. 

18. The method according to daim 15 wherein the composition comprises about 98.5% to about 99.9% of a 
mouthwash vehide and about 0.1 to about 1.5% of said treating agent 

19. The method according to daim 18 wherein the mouthwash vehide comprises about 60% to about 95% 
water, about 8% to about 15% ethanol. about 1.5% to about 6.5% glycerin, about 0.1% to about 0.9% so- 
dium dtrate. about 0.1% to about 1 .5% triethanolomine. about 0.1% to about 1 .0% of a flavoring agent, 
about 0. 1 % to about 1 .0% of a coloring agent and about 0. 1 % to about 1 .5% of an astringent salt, wherein 
all percentages are on a w/w basis. 

20. The nnethod according to daim 15 wherein the composition is a troche. 
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